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O (57) Abstract: The invention involved a fused protein with the function of both hemolysis and anticoagulation and its 

^ conjunctive peptide, particularly, the invention involved anticoagulation protein and the protein molecular with the function of 

O profibrinolysin activation which were linked by the conjunctive peptide with the amino acid sequences identified and cracked by 

^ coagulation factors. The medical use of this fused protein and the use of conjunctive peptide with the amino acid sequences 

^ identified by coagulation factors useful for linking hemolysis protein and anticoagulation protein. 
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^^^^ 

Staphylokinase) 'R.^j^fi^^'^i^Jf.^^^J, ^jfe^r*;^-— ^ 

TK-j^^ (Hirudin, HV) A^—K^^^^'h^^^^^^, ^ 



wo 2004/022598 PCT/CN2003/000743 



C SAK 6^ N m SAK ^ N 



2 



wo 2004/022598 PCT/CN2003/000743 



mi m^^^^s^^ir^^m^ 

m 2 m^^^^n. ^^sKsAK)^@. yj^^ik (HV2) 

(SAK) M^^^^i^, 
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W^^'J lEGR ( IleGluGlyArg ) i^^^ lEGR 6^Jlt^, ilJL^^ 
GPR ( GlyProArg) il^t^;^ GPR ^JlM8:. 

GSECGR ^^^M^^^^ SFH ( SAK-GSIEGR-HV2 ), r> 
^^^^S|>f,^>^r^J (t-PA) -^;!KM^ii.it^^JKL PRIEGR 
M^^^"^ ( tPA-PRIEGR-HV2 ) ^^mk^^:f^^^^it^^J&. 
GSGPR ( SAK - GSGPR - HV2 X 

I^^n 1 SAK-GSIEGR-HV2 ^^^^ (SFH) 6^^J-^J8L^^^ 

.^E. SAK ^0 ^^i^iSiJj&pJi EcoR I ^ BamH I ;|*r^ 
yf^^^SL^^^i^^i^m SAK^nn^^ pBV220. # pBVSAK; 
m PGR :^'^.^E.;?lC:^^^gi^;^Ji BamH I ^^isL^^ FXa ifli5»J-lt. 
i-^^'J ( GSIEGR) ii^^^J^, BamH I i|*57^.J^?ft» FXa i^M 
#.^^>^?'J (GSIEGR) 6^i^^>Sl.^fi^;&a>?^^*^^5|i^^j3t^)*- 
^AH:^^^^m-t^^y^^^, ^M^]^^ 5'-CG GGA TCC 
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ATC GAA GGT CGT ATT ACT TAG ACT GAT TGT ACA GAA 
TCG-3', vj^-^^T^^l^-^^^^Pst im^^Al m BamH 
Pst 1 5BLi^-fe7^ FXa ^^-fk^n, n 8t BamH I Pst I 

^m'kXiJL^ pBVSAK ^m'kxi'^'¥L:^m.ik^m^^^^M 
pBVSAK^>f^^, #pBVSFH;^^, it:#:q^^JL® 1, ^^)cJLA^^ 
PGR ^7k^^JL^m^^m^0L. # pBVSFH Jt^#4fc^]i^ 
m^n> 42X:T^jli^^^st, ^n^f-^^. mMitm^n^J^^ 96% 
ja_h6^i6^^^^^ (SFH), m^^^^ SAK ^^ik^^^]. FXa 
GSIEGR> ^:^*#.^^^'J^>h^j|^E. m^^^i SFH) 

1 sssfdkgkyk kgddasy fep tgpylmvnvt gvdgkgnell sphyvefpik 
61 pgttltkeki eyyvewalda taykefrwe Idpsakievt yydknkkkee 
101 sfpitekg fvvpdlsehi knpgfnlitk viiek kgsie gr itvtdcte sgqdlclceg 
161 snvcgkgnkc ilgsngeenq cvtgegtpkp qshndgdfee ipeeylq 

^it¥jm^^^i^J.X^A^ (s-2251) ^m:^^^^^^^^^ 

J^'ti, i^^-fi^BM^^*hM.M.^^^m^, life-^^^SFHi^SAK 

SAKi& 1.2mg/kg, 36.6%, ^^^^^^M^ 

SFH ^ 1.8mg/kg, >C^jfa.#r^#J^i?r 100%. 36 'J^Bt 

18.2%^ 90%. i^— 1 3, 

4L1 J5l&J^# (S-2251) ^Sad^a-^^ (SFH) J^^^^&SI: (SAK) 

i^mki^''^ ( n = 3, A OD405 ) 

SAK SFH 

Smin 0.357^0.22 0.394:10.01 
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^ 2 FXa ^^tm^^^ ( SFH) 6^:^^^^'^ 





0 


0.2U ^ FXa ^it 10 


2560ATU 



^: 5.8 M g ife4^^ SFH, 0.2U «5 FXa, 37X;#^ lOmin, ^-liSii^^^^^*^. 
^3 ife^^^ (SFH) ^^^^^il: (SAK) (n-10) 







SAK 


SFH 








24 'hUf- 


10 


36.6% 


100% 


36 'hut 


10 


18.2% 


90% 



ik: ^8 'hBtJg.^^^ SAK ^ 1.2mg/kg, ^4^^|;iL^I5gfe'^i& SFH A 1.8mg/kg, 
^ 1 ^»>«I^!^^^(SFH)^#^6^^^^( SAK) ^^^n¥j^^ 

^ 2 m.^^^m ^^6^ ^^-^^c sfh ) 

.^E tPA ^® JiT ^i^^]J^X Xho I ^ Avr n ;!^^;f; 
^^jL^;^^6^ tPA ^g^ij pPIC9 ^i^; m PGR 
S Ji^inJi Avr n FXa iRj5»J#^^^»J Avr 

n ^*?y>f3L.*,^ FXa '^.»]^^m^^¥jm^^^i^J^y5'^^m $1 

^ Not I ^ Avr n ^ Not I sSiS^^^ FXa ¥i ¥j 
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:^i^^^m^^^M±^^^¥j^ tPA^m^ pPIC9 ^#^6^ tPA T 
m PAFH, #;t^pPAFH. ^ BamH I ^ Sal I 

"kxj pPAFH ^ pPIC9K ^0., # PAFH ^@^*I'J pPIC9K, # 
pPAFH-Kj-S. ^'^>ft:. pPAFH-K >t^, ^m^^^^MW-^^m 

1^:^^] 3 SAK-GSLGPR-HV2 ^^^^ (STH) fi^-^J-i-JS.^^^ 

^^tSAKl-^^^i^igiJ^iJiEcoRI^BamHI^i^^.*,, 
:f;f^^jL^J?^-^6^^^S| SAK;S.S^J^#> pBV220, # pBVSAK; 
^ PGR ;3r'^>i5L7i<-^^^S-i5-;^iJi BamH I ^i5^,^,^^jfeS|- 
( FXna ) BamH I S|^>fi *.^lijfeSi^ 

( FXna) i^'^i5•]-t.*^?•J ( GSLGPR) ^^^J^^J^JK:^^}k^m 

ilf^^ Pst I Sl^-fi ^ BamH I ^ Pst I ^il-fejf^^jfa-S^C FXHa ) 
•iXiS'J ^ H 6t g| , Ifl 8t BamH I ^ Pst I JeLg|^ JL^ pBVSAK 

^'fl^, ^m^^^Tj^^^^mA^^^^ pBVSAK # 
pBVSTH>t^, ma%-^. ^Ti5iA##*JbPCR^*i^^-h3^?5| 
^^®>>t-^. #pBVSTH>t^#'ffcf!l;J^J^#^, 42 X: ^^,^#-^^1^., 

^^^3t#:> :^ii>.t-#I'J^J:7«; 96%j':iJi#^ g STH), 
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^ m m ^ 

2. 1 f^^m^^. ^ f^m^^^^^^^^m sak), 

^. 

aim, 4^4^, i?,'&^n6^^^#^. 

7. 6 ^m^^^, ^^^^^^m^m.Mm^ FXa 

jfa-S^) "^mi^^^ik^H GPR ( GlyProArg ) M,^:^*^^^k:0L, 

9. ^L^-JJI-^ 1 ¥j^^^^, ^^^^^My^i^ik^^^^Sk 
GSIEGRi^#i«j^6^|ij^^!& (SAR-GSIEGR-HV2), ^^M^ 
^^mJ^^^M (t-PA) ^^fe^ii.iti^#Jit PRIEGRi^#i?&^6^ 
S^^^^ ( tPA-PRIEGR-HV2 ) i?.^ ^S|-^ ^-M^^-ititit^JIt 
GSGPR ^^ifhM^^^^ ( SAK - GSGPR - HV2 ). 

10. *i^J^^ 1 ^^^^m^y!^i^ikm,it^^^ 

GSIEGRii:^i?&^^ife'^^i& (SAR-GSIEGR-HV2, i^SFH). 
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11. M4^^^M-M^^^^^m.M^^iifjm^^^^:^7k, 

12. ^^^^^^:;sin m ^^M^^^M ^ n^^^^. 
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